* 4 

Jan-07-03 12:18pm From-PI LLSBURY WINTHROP CARMEL VLY. 858 509 4010 T-563 P. 003/007 F-229 

Application Serial No. 09/844,684 
Att mey's Docket No,: 021286/0276339 

IN THE CLAIMS 

Please amend claims 3 to 8, 10 to 23, and 62 to 64, as follows: 

At line 1 of each claim, after "human" but before "antibody," please insert -monoclonal-. 

REMARKS 

In the Response and Amendment filed December 9, 2002, Applicants elected Group I, 
claims 1 to 29, for prosecution in the subject application. Applicants additionally canceled 
claims 2 and 9 without prejudice and added new claims 62 to 64, which depend from claim 1 . In 
the present Supplemental Amendment, claims 3 to 8, 10 to 23, and 62 to 64 have been amended 
to address an informality as set forth below. A copy of the claims following entry of the present 
Supplemental Amendment and the Response and Amendment filed December 9, 2002, is 
attached herewith. 

Regarding the Amendments 

The amendments to claims 3 to 8, 1 0 to 23, and 62 to 64 were made to address an 
informality. In particular, the amendment to the claims to recite "monoclonal" was made to 
conform these claims with claim 1, which was amended to recite "monoclonal" in the Response 
and Amendment filed December 9, 2002. Urns, as the amendments were made to address an 
informality, no new matter is added and entry thereof is respectfully requested. 
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CONCLUSION 

Applicants respectfully request entry of the present Supplemental Amendment and 
substantive examination of the application. If the Examiner would like to discuss any of the 
issues raised in the response and amendment, Applicant's representative can be reached at (858) 
509-4065. 

Please charge any additional fees, or make any credits, to Deposit Account No. 03-3975. 



Respectfully submitted, 



Date: /- ?-tOS 



Pillsbury Winthrop LLP 
1 1682 El Camino Real, Suite 200 
San Diego, CA 92130-2593 
Telephone: (858)509-4065 
Facsimile: (858) 509-4010 




Robert M. Bedgood, Ph.D 
Reg. No. 43,488 
Agent for Applicant 
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Clean Claims Upon entry of the present Supplemental Amendment and the Response and 

Amendment filed December 9, 2002 

1 . A human monoclonal antibody or fragment thereof that specifically binds to human 
CD40. 




3. The human monoclonal antibody of claim 1, wherein the antibody is produced by a 
hybridoma cell line or subUones thereof, and wherein the antibody is denoted as no. 1 1 
or 72, or the hybridoma is denoted as Fl-102, F5-152, F2-103, F5-77, F5-157 or F4-465. 

4. The human monoclonal antibody of claim 1, wherein the antibody has the CD40 binding 
specificity of the antibody denoted as no. II or 72, or the antibody produced by the 
hybridoma denoted as F1-1G2, F5-W F2-103, F5-77, F5-157 or F4^65. 

5. The human monoclonal antibody of daim 1 , wherein the antibody has a CD40 
modulating activity of the antibody denoted as no. 1 1 or 72, or the antibody produced by 
the hybridoma denoted as Fl-102, F5-15X F2-103, F5-77, F5-157 or F4-465. 

6. The human monoclonal antibody fragment of claim 1 , wherein the fragment comprises an 
scFv, Fab, Fab', or F(ab")2 fragment 

7. The human monoclonal antibody fragment of ckim 6, wherein the fragment comprises a 
fragment of the antibody dfenoted as no. 1 1 or 72W the antibody produced by the 
hybridoma denoted as F1-102?F5-152, F2-103, F&77, F5-157 or F4-465. 

8. The human monoclonal antibody of claim I, wherein, the antibody is detectably labeled. 



10 - The human antibody of claim 1 , wherein the antibody decreases binding of a CD40~ 
ligand to CD40. 

1 1 . The human monoclona^antibody of claim 1, wherein the antibody increases binding of a 
CD40 ligand to CD40. 

12. The human monoclonal antibody of claim 1, wherein the antibody decreases a CD40 
activity. 

13. The human monoclonal antibodyN^f claim 12, wherein the antibody contains a lambda 
light chain sequence. 

14. The human monoclonal antibody of clajm 12, wherein the antibody decreases 
proliferation of a cell expressi 

15. The human monoclonal antibody of claim ftk wherein the cell is a B-cell. 



70031804vl 



Received from < 8585094010 > at 1/7/03 3:16:35 PM [Eastern Standard Time] 




Jan-07-03 12:19pm F rom-PI LLSBURY WINTHROP CARMEL VLY. 858 509 4010 T-563 P. 006/007 F-229 

Application Serial No. 09/844,684 
Attorney's Docket N 021286/0276339 

16. The humffl 1 monoclonal antibody of claim 12, wherein the antibody decreases expression 
of a protein^^ 

17. The human monoclonal antibody\of claim 16, wherein the protein comprises CD95, 
CD80 orCD86. 

18. The human monoclonal antibody of ftlaim 1, wherein the antibody increases a CD40 
activity. 

1 9. The human monoclonal ahtibo^ of clain^l 8, wherein the antibody increases 
proliferation of a cell expresStog CD40. 

20. The human monoclonal antibody of claim 19Wherein the cell is a B-cell. 

21. The human monoctonal antibody of claim 18, wherein the antibody increases expression 
of a protein. \^ 

22. The human monoclonal antibody of claim 21 , whereikthe protein comprises CD95, 
CD80 or CD86. 

23. The human monoclonal antibody of claim 1 5 further comprising a pharmaceutical 
formulation. 

24. A host cell that expresses the^mtibody of claim 1. 

25. A nucleic acid that encodes the tatibody of claim 1 . 

26. A host cell containing the nucleicVcid of claim 25. 

27. AWthod of producing a human C^40 antibody that modulates an activity of CD40 
composing: 

a) administering CD40 or an ilSnmunogenic fragment thereof to a mouse capable 
, of expressing human immunoglobulin; 

(b) ^reemiig th^administered moW for expression of a human CD40 antibody; 

(c) sel&mng a mouse that produces V human CD40 antibody; 

(d) iso/atftg an antibpdy from the motise that produces a human CD40 antibody; 




(e) deteTmming\*ether the human CD40Wibody modulates an activity of 
CD40 thereby priaducing a human CD40\antibody that modulates an activity 
ofCD40. 

28. A method of producing a human CD40 monoclonal aiitibody that modulates an activity 
of CD40; comprising; 
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(a) admiWering human CD40 or an immunogenic fragment thereof to a mouse 
capable (^expressing human immunoglobulin; 

(b) isolating spl^to cd^^n^e mouse that produces a human CD40 antibody; 

(c) fusing the sple^fiWs with a myeloma cell to produce a hybridoma; and 

(d) screening th/hybrid<W for expression of a human CD40 antibody that 
modulates .il activity of 0^40 thereby producing a human monoclonal CD40 
antibody thai^modul^teg^i alhiyity of CD40. 

29. A monoclonal antibody isolated from a hybr^oma produced by the method of claim 28. 



62. The human monoclonal anti^bdy or fragment of claim 1, wherein the antibody inhibits 
CD95 expression of Ramos B ce>^ mediated by CD40 ligand in vitro, in the condition of 
1 y>g/ml of soluble CD40 ligand an^Ll ftg/ml of the antibody. 

63. The human monoclonal antibody or fragment of claim 1, wherein the antibody inhibits 
human B-cell proliferation mediated by GD40 ligand in vitro, in the condition of 1 ng/ml 
of soluble CD40 ligand and 10 nanogram/rnlof the antibody. 

64. The human monoclonal antibody or fragment <torim 62 or 63, wherein the antibody has 
a Kd value of 0.8 to 4 nM, as determined by BiaC^^ analysis. 
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